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DETAILED ACTION 

Claims 1 , 4-7, 13, 23-25 are pending in the case. 

Receipt of the Information Disclosure Statement on 12/20/06 is acknowledged. 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.1 14, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 1 1/1/06 
and 12/20/06 has been entered. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Any rejection of record in the previous action not addressed in this office action is 
withdrawn. 

Claim Rejections - 35 USC §112 

Claims 1 , 4-7, 13, 23-24 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
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convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. 

This rejection is maintained essentially for the reasons made of record in the 
previous Office action. 

Applicant's arguments filed 11/1/06 have been considered, but have not been 
found convincing. 

Applicant has argued that cell-free extracts are known from a number of bacteria, 
including "Pseudomonas fluorescens, Staphylococcus aureus, Methanococcus 
vannielii, Methanobacterium formicicum and Methanosarcina barker, as described in 
the attached articles and abstracts". However, no such articles and abstracts have 
been submitted. It is maintained that the preparation of extracts which include vesicles 
having the respiratory chain components (i.e. mitochondrial membrane vesicles) that 
are capable of oxidative phosphorylation, as is set forth in the claim presumably in the 
phrase "oxidative phosphorylation, which is sensitive to electron transport chain 
inhibitors, is activated in said reaction mix", and which are capable of carrying out in 
vitro transcription and/or translation, is not described and well known in the art. 
Therefore, it is maintained that the specification fails to provide a complete written 
description for the invention as claimed. 

Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 
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Claims 1,4-7, 13, 23-25 are rejected under 35 U.S.C. 103(a) as being 
unpatentable Baranov et al. (Methods in Enzymology, 217, 123-142, 1993) and Chen 
et al. (Methods in Enzymology, 101 , 674-690) (cited for evidentiary purposes only) in 
view of Yoshida et al. (J. Biol Chem. 274(32), 22723-22728, 1999), Dorner et al. (Proc. 
Natl. Acad. Sci. USA 76(10):4832-4836, 1979), Shimizu et al. (Nature Biotechnology, 
2001, 19 :751-755) (cited by applicants) or Raney et al. (J. Biol. Chem. 275 (32):24444- 
24450,2000). 

Baranov et al. disclose a method of in vitro synthesis of polypeptides in a 
reaction mix comprising a biological extract from E. coli grown in glucose containing 
medium, magnesium at a concentration of from about 5 mM to 20 mM, and 
substantially free of polyethylene glycol. The reaction mix includes spermidine. See 
Experiment 5 in Table 1 . Note that the E. coli extract is disclosed by Baranov et al. (see 
page 127, first complete paragraph) as being prepared using a standard method such 
as that disclosed in Chen et al., Methods in Enzymology, 101, 674-690, in which it is 
disclosed that the E. coli is grown in medium containing glucose and phosphate (see 
page 675, lines 7-11). Baranov et al. discloses continuous flow cell free reactions, in 
which plasmid is added, and transcription (production of mRNA) and translation of the 
encoded protein result. 

The difference between the reference and the instant claims is that batch 
process is used and spermine or spermidine is present at aboutl mM, and the 
reference does not disclose that oxidative phosphorylation which is sensitive to electron 
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transport chain inhibitors, or membrane vesicles containing respiratory chain 
components, are present in the extracts. 

However, Baranov et al. disclose that the batch process of cell-free transcription 
and/or translation is known in the art. While the reference does not explicitly disclose 
the use of the batch process for the experiment disclosed in Table 1 , experiment 5, the 
reference discloses that such a method is well known in the art and is an alternate 
technique to method of using continuous flow cell free transcription and/or translation. 
Furthermore, it is considered that in the absence of evidence to the contrary, membrane 
vesicles comprising respiratory chain components, and activated oxidative 
phosphorylation, are present in the reaction mix, since the instant specification 
discloses using crude S30 extracts from E. coli using standard procedures (page 12), as 
are used by Baranov et al. (page 127). It would have been obvious to one of ordinary 
skill in the art to have utilized a batch process of cell free transcription and translation, 
using the conditions disclosed by Baranov et al., since Baranov et al. disclose that such 
method was well known and standard practice in the art. One would have been 
motivated to do so by the well known benefits of ease of practice and simplicity. 

In addition, each of Yoshida et al., Dorner et al. Shimizu et al. and Raney et al. 
disclose in vitro translation systems in which the spermidine is present at a 
concentration of about 1 mM (see Fig. 4 of Raney et al.; see Table 1 of Dorner et al.; 
see Figs. 2, 3, 4, of Yoshida et al.; see page 754, second column of Shimizu et al.). 

It would have been obvious to one of ordinary skill in the art to have modified the 
method of in vitro synthesis of polypeptides in a reaction mix by altering the 
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concentration of spermidine or spermine, including increasing the concentration to 
about 1 mM, since each of the references Yoshida, Dorner, Shimizu and Raney 
disclose in vitro translation systems in which varying and increased amounts of 
spermine and spermidine are present. One would have been motivated to do so by the 
known effect of spermine and spermidine in in vitro translation, and the known 
experimental optimization of conditions as disclosed by the references. The references 
show the state of the art, in which the alteration of the concentration of spermine and 
spermidine in in vitro translation systems is routine and would have been obvious to one 
of ordinary skill in the art. Therefore, the invention as currently claimed would have 
been obvious. 

Applicants have argued that Baranov fail to teach the activation of oxidative 
phosphorylation, and fail to demonstrate an ability to synthesize polypeptides and/or 
mRNA in the absence of a high energy phosphate source (page 6). However, it is 
noted that applicants have cancelled language in the claims which recited "the absence 
of an exogenous high energy phosphate source", and therefore this argument is moot. 
There is no evidence provided that oxidative phosphorylation is not activated in the 
reaction mix disclosed by the references. Therefore, applicant's arguments regarding 
the results obtained in the specification (pages 6-7) are not found convincing. 
Furthermore, no side-by-side comparisons of the method taught by Baranov et al. and 
that disclosed in the specification, using identical conditions, such as the protein 
expressed and time of reaction, has been conducted and therefore it is difficult to 
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evaluate comparisons of results discussed by applicants. For these reasons, the 

I 

rejection is maintained. . ? 

%• 

i 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nancy T. Vogel whose telephone number is (571) 272- 
0780. The examiner can normally be reached on 6:30 - 3:00, Monday - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Irem Yucel, Ph.D. can be reached on (571) 272-0781. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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